No patient has developed chronic hepatitis.
The incidence of jaundice and of liver damage in infectious mononucleosis is undecided. Leibowitz (1953) , reviewing 3,000 published cases from 1923-51, found 144 cases of jaundice, with an incidence in individual reports of 1-4% to 25%. With the advent of enzyme tests as sensitive indicators of hepatocellular damage (Baron, 1963) it was considered timely to re-examine the problem.
MATERIAL
Eighty consecutive unselected cases of infectious mononucleosis admitted to the infectious diseases department of the Royal Free Hospital between August 1959 and November 1962 have been studied. The clinical, haematological, and immunological findings and criteria for diagnosis have been described in detail elsewhere (Dunnet, 1963) . Blood was taken for biochemical examination approximately twice weekly while the patient was in hospital (in certain instances more frequently), and at less frequent intervals after discharge until repeated tests were normal. Some patients were visitors and students from abroad, consequently routine follow-up examination after discharge in every case was impracticable. This paper is confined in the main to an investigation of the acute phase of the disease.
METHODS
During the period of this survey the following methods, with modifications, were employed for analysis of serum. 'Present address: Epidemiological Section, Ministry of Health, London.
Received for publication 25 June 1964. Glutamic-oxaloacetic transaminase (G.O.T.) (Reitman and Frankel, 1957) ; isocitric dehydrogenase (I.C.D.) (Bell and Baron, 1960) ; total and differential proteins (Wolfson, Cohn, Calvary, and Ichiba, 1948) ; total and conjugated bilirubin (Malloy and Evelyn, 1937) ; alkaline phosphatase (King and Armstrong, 1934) ; thymol turbidity, thymol flocculation, and colloidal gold flocculation (Maclagan, 1944) ; zinc sulphate turbidity (Kunkel, 1947) . This work was done before the introduction of the new terminology and international units for enzymes.
RESULTS
Maximum abnormality of all biochemical findings occurred between the second and fourth weeks of illness, this period being about a week later than that of maximum clinical involvement. By the sixth week these abnormalities had usually retumned to normal, except that the serum I.C.D. was often raised for a further week.
Enzyme (Dunnet, 1963 (Kalk, Schmidt, Schmidt, and Wildhirt, 1960) . We consider that the abnormal enzyme findings in infectious mononucleosis are due to almost universal hepatocellular damage; neither serum I.C.D. nor serum G.O.T. are increased in generalized lymph gland disease without known hepatic involvement. In the present series serum I.C.D. was found to be the most sensitive index. In none of the patients with normal serum I.C.D. was there other evidence of hepatitis (Dunnet, 1963) . We have no evidence as to the frequency of liver involvement in mild cases of the disease treated at home.
In the series of Berk, Shay, Ritter, and Siplet (1948) , with a similar incidence of jaundice, there was a higher proportion of abnormal flocculation reactions and increased serum alkaline phosphatase. Sullivan et al. (1957) showed a lower incidence of jaundice, but a higher incidence of abnormal zinc sulphate tests and raised serum globulin. Gelb, West, and Zimmerman (1962) found a higher incidence of raised serum globulin (but equivalent abnormal flocculations) and of serum alkaline phosphatase, and less increase of serum isocitric dehydrogenase. The high serum lactic dehydrogenase found by them and by Kalk et al. (1960) is thought to originate in the affected lymphatic system. The differences between these series can be largely explained on different relative severities of illness, and possibly on methodological criteria.
The poor correlation between elevated enzyme values, and clinical jaundice or immunological findings, is in keeping with the observations of Wadsworth and Keil (1952) and of Rosalki et al. (1960) . Previous studies have suggested that hepatitis has subsided by the fifth week of the disease, by
Biochemical studies on hepatic involvement in infectious mononucleosis evidence from liver biopsy (Nelson and Darragh, 1956 ) and by serum transaminase estimations (Rosalki et al., 1960 (Bennett, Frankel, Bedinger, and Baker, 1950) or lead to cirrhosis (Leibowitz and Brody, 1950) . In the present series in one case serum I.C.D. was minimally raised and colloidal gold still abnormal seven months after the onset of the illness, after which time contact with the patient was lost. In three years since the beginning of this study no cases of chronic hepatitis were observed in the 40 patients who were followed. 
